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COMPLETE SPEdFICATION 
Manufacture of Para-Aminosalicylates 
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l^C MicsA£L Eblembach asd Apolf 
SiEGUTZ, bodi German dnzeoSj. of Georg 
VoigTscrassc la, FiaoWun, Gcnrauy, 
and Odcustcassc, Bad Sodcn, Taazua^ Ger- 
many, rcspcctivelY, do hssdby dedart the 
mveniibn, for whidi pray diat a paEcor 
may be granlsd to vs, and die method by 
which it is to bc pcrfdnned, so ht parncolaziy 
described in and by die fcBowing staic- 
mcni:— 

The 'usual annrbsstammic substances are 
generaEy applied for therapeutic piaposcs in 
the fonn of sata of the corlcspondiog bases 
with inorgamc adds, the potency of the salt 
correspondxag to that of me base ditTiinhhwl 
in proportion t& the weight of the add com- 
bined whh the base. (Compare •TDic Phar- 
mazie," 1947, page 4951 "Chemisches Zor 
iralblan," Veriag Chemie, 1947, Vol t pages 

The present jnyaition is 'based on the 
pbservanoD that die salts of anti-histamiinc 
bases of die general f ormiala 



7" 




in which and eadi rcpiesdoxs a meihyl 
groiap or aSat groupmg 

K 

represents a pyxiolidino group^ and leprt- 
dl) sents a pyridyl or thiaaolyl group, with para- 
aminosa&ylk add are dismgoished by a 
snrpiisin^y high anti-lnstammic acdon. This 

[Prioe 2/8] ' 



action considerably exceeds .diat of the anii- 
histamiiiic base and the Imown salts thereof. 

Although para*amiDosalicyiic add izsdf 36 
^ yV^m a certain anii-histamimc effect, das • 
does not suffice to o^ain die enhanced action 
of die -salts, whidi is due to a synergistic 

■' acDon* , • • ■ jr\ 

The salts of .anti-histammic .bases, mfh 40 . 
pararaminosalicyiic acid arc made in accor- 
dance with this iovcntiDn .by reacting cqtii- 
ZDcAecular pox^raniDns ci para- aminosalicylic 
add widi an anta-htominic base, or by the 
double decos^osmon of an alXali salt or 45 

" ^^^ft eardimetBl salt of para-aminosalicylic 
add "vndi a salt of an aszi-fhistaminic base 
wkh an inorganic add. . 
' As examples salas of asti-histaminic . 
bases in accordance widi ihe inTc ntion diere 60 
jnay be memicflied cspedally i-phenyl-i- 
.pyridyl - (a*) - 3-dimeihylanano|3xopane para- 
aminosaJicyl"^ l-phcayl-i-pyridyH2^>3-N- . 
pyxtolidinopropane para • aminosahcylatc, 2- 
phcnyi-i -duazdyJ- (a^)-3-N-pyirt^diiio^ 56. 
pro p ane 

paza-amonosalicylate and zo-dimerhyl- 
. ammoediyi-phemhiazine para-aminosalicjdate. 
The foBlowing examples tOnstrare the in vea- . 
don* die parts bring by wd^ tmlcss other- 
wise staCBi, and the rdad o n s h ip of parts by 60 
wd^ 20 pans by volume bdng the same as 
diat of the Idbgram to the line: 

PRO?AN£ PAEA-AMUJOSAUCYULTS, ^ 66 

• Equivalent quantities of l-rphenyl-l-pyridylr 
- 3'- dimethyl - aminopropanc and para- 
amioosalic;^ add are sqmatdy dissolved b 
ediyl acetate, and the two sdudons are ooixed 
toetthci. The salt named above very soon 
separates in a pracdcally quantiianvc yield. 
It rpf^ts at tcmpeiatorcs. of 244— 145* C. 
with decomposidon, and is twice as potem es 
the corresponding pho|tphat£. 

Example a. ' .75 

PROPAHE Pm-AWINOSAUCrLATE. 

5.32 parts of a-phcnyl-i-pyridyl-(3*)-3-N- 
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pjzrolidxno-propane are dissolved ia 40 pans 
oy volxnxre of acdzmt, asd €.Z2 pans of para- 
axzdnosalicjiic add are dissdrco in 30 parts 
by -Tohnxic of acetone^ and nvD scdiozions 
6 are mixed together. After standing for some 
time, die para-annnosalicylate , crystallises in 
tiie form of ptos whidi mdt' at 171—172* 
C widi dccDmpDsfnoa. The yipid is neatly 
qtiantitanre. The para-amino^-salicylate is 
XO soluble in water, and about mce as potent 
as,ibe ootzespondling phosSphatil . 

Example 3. . 
i -phenyl - i - xauzol^l- (2o -3 "n- 
pyhrolidinopbopane paba-ahowo- 
SAUcmn. 
EquiYalent quantiiies of para-aminosalicylic 
add and i-phcnyl-i -i5ua2olyi-(a')- B'N- 
p)'iion flin i>pi upane are sepaiatdy dissolved 
in acetone, and tiic tPTO sdutions are mixed . 
2Q togcdaca-. After standing for some time^ the.' 
paia-azniaosaliqdaie crystallises jn the . fonti 
of plates melting ar 1 61— 1 62 * C "wiih decwa- 
posioon. The yidd is practically quanntzdve. 
The prodnct is soluble in water and twice as 
25 po£CDt as the corresponding phos phate . 

Example 4. 

lO-DIMETHyiAMINOETHrL-PHENTHIAZnffB 
PASA-AMINOSAUCYLATI. 

10 parts of i>diincthylaininoetbyl-phei)» 

3Q thiazine hydrochloride are dissolved, wlxile 
gently headng> in 120 parts of 'waicr, and the 
'sdntion so obtained is sdxed vxdi a solution • 
of 7 parts of sodium paza-amino-salicylate m, 
50 parts by .volume of water,* The dly solu- 

35 .tios^ whic^ s^arates, rapidly becomes solid 
on mhbing. 13.3 parts of the paia-amino- 
salicy]^ are obtamed as a cdotnless salt 
whidi is ^azingjy soluble in wster and readily 
soluble in liot acetone in hoi me^l alcohd 

40 and in ediyl acetate. It decomposes at 159— 
• i6d* C and is tmce as potent as . die hydro- 
d^oride of 10 - damahyl * aminnf rhylrpheii-' . . 
thxasane. ' . 
What we 'claim is : — 

45 3- A salt of aa aad-histaminic base of the . 
general &rmnla " * . 
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CH j - CHj 



Q 

5 



xn whidi Ri and R^ each represent a m^aihfl 
group or the gror^ing 

— N< 
Re 

represents a'pyxrolidino group, and "Ra repre- 5{T 
sents a p3Tidyl or tbiazolyl groiq), with para- 
• aminosalicylic arid 

2. JrPhcnyl - X - pyridyi-<2'>3-aimeth:rfl- 
aminO'propane para-aminosalicylate. 

3. i.Phenyi-i-j[>yiidyl-(2*>3-N-pyrroIidino- 66 
propane paz2rammosahc]4ate. 

4. i-Phcnyl - I - thia2olyH2'>3-N-pyrrd- . 
idinopjDpane para-aminosalicylate. 

5. 10 - Dimediylaminoeihyi - phen^azine 

6. A process for the manufacture of a salt 
•of an and-histaminic base daimed in any one . 
of claims wherein para-aminosaUcylic* 
add and the anti-histunimc base are reaoed 
ingexher in equimdecular proponioss or an Q5 
alkali salt or an alkaline earth metal salt of 
para-aminosalicylic add is reaaed with a salt 

of the anti'^iistaminic base with an inorganic 
add. • • . " 

7. A process for the manufacture of a- salt 70 
of an anti-histamimc base oonduaed substan* 
tially as desciibed in any one of Hxamples 
.3-«-4; herein. . 

. . ABEL&IMRAY, 
Agents for the Applicants, ' 
Quality House, Quality Court, Qiancexy 
. Lane, W.Ca. 
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